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Abstract- IgG4- related disease is a systemic fibroinflammatory syndrome characterized by tumefactive 

enlargement of  affected organ , diffuse lymphoplasma cells infiltration with a large number of  IgG4 producing 

plasma cells and  sclerotic changes. The most commonly involved  organs are pancreas, lacrimal and salivary 

glands. Patients show good  response to glucocorticoid therapy and despite its relapsing and remitting course, 

patients have good prognosis. We report an unusual presentation of IgG4- related  disease manifested as isolated 

soft tissue mass of hand which is an extremely rare manifestation of this disorder. 

© 2026 Tehran University of Medical Sciences. All rights reserved.  
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Introduction 
 

Immunoglobulin G4 related disease ( IgG4- RD) is a, 

relatively rare multisystemic fibroinflammatory, immune 

mediated disorder of unknown etiology (1-6). The disease 

is characterized by organomegaly and mass like lesions. 

The masses are mostly inflammatory composed of 

lymphoplasmacytic infiltration of many IgG4 producing 

plasma cells and sclerosis (3,7). The variable 

manifestations of IgG4- RD mimic many neoplastic, 

inflammatory and infectious diseases, with a wide 

spectrum of differential diagnoses (8). Elevated Serum 

levels of IgG4 is seen in most but not all of the patients 

(6,9-12). IgG4- RD can affect any organ in the body 

(2,3,6,7) and the most commonly affected organ is the 

pancreas (1,7). The lacrimal glands, bile ducts, 

retroperitoneum, kidney and salivary glands are other 

common affected organs (1-3,6).  

Patients mostly suffer from multiple organ 

involvement, however, single organ involvement may 

also be seen (3,11).  

IgG4- RD is more common in males than in females 

and usually affect middle aged, elderly patients 

(2,6,10,11). Epidemiology of IgG4- RD is not well 

known, so the prevalence of this disease is probably 

underestimated (3,6,7,13). usually the disease responses 

well to corticosteroid therapy but relapse is not 

uncommon (2,3,6).  

Here we report an extremely rare case of an IgG4- RD 

presented by an isolated soft tissue mass of hand. 

  

Case Report 

 

      The patient was a 42-year-old woman who suffered 

from a gradually enlarging swelling of dorsal aspect of 

left hand at 5th metacarpo-pharyngeal region, for 8 

months. Physical examination revealed a soft tissue mass 

at that area. Sonography showed a hypoechoic solid soft 

tissue mass measuring 2.5 cm in diameter with two 

ecogenic foci measuring 1.5 and 2 mm located at 
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posteromedial  aspect of the 5th metacarpal bone. 

The patient had no significant medical history. Complete 

imaging studies of thorax, abdomen and pelvic organs 

were unremarkable. Complete blood count, coagulative 

tests, liver and kidney function tests, CRP, ESR, CEA and 

CA19-9 were in normal limits . Her laboratory 

autoimmune workup including RF, anti CCP, C-ANCA, 

P-ANCA came back as negative .Serum IgG4 level was 

within normal limits. 

       The patient went under operation for surgical 

removal of the lesion and a Firm soft tissue mass 

measuring 2.5 cm was excised from the mentioned 

anatomical region. 

The specimen was received at the pathology department. 

The excised mass was well defined and firm measured 

2×1.5×0.9 cm (Figure 1). 

 

 
Figure 1. Gross appearance of the mass showing grayish- tan solid 

mass 

 

On cut sections, homogenous tan surface was 

identified. Microscopically, Hematoxyline – Eosin 

(H&E) staining of 4 µ.m thick section showed well 

demarcated lesion composed of bland looking spindle 

shaped myofibroblastic cells arranged in fascicles, whorl 

and storiform pattern. Extensive infiltration of 

lymphocytes and plasma cells are also seen .There was no 

obliterative phlebitis (Figure 2). 

 

 
Figure 2. Histopathologic Finding of the mass showing severe 

fibrosis and aggregates of lymphocytes and plasma cells (×100) 

 

IHC staining for HMB-45, Melan-A, synaptophysin, 

chromogranin were negative. CD138 was positive in 

plasma cells. Most of the CD138 positive cells showed 

positivity for IgG and more than 50% of IgG positive 

cells, revealed positivity for IgG4 (Figure 3). 

 

 
Figure 3. Immunohistochemistry findings: IgG positive plasma 

cells (×100) 

 

The mentioned histopathological characteristics and 

IHC findings were consistent with the diagnosis of IgG4 

related sclerosing disease.  

Though, systemic evaluation showed no involvement 

of any other organs at the time of diagnosis and after 6 

months follow up, however, the patient advised for 

regular follow-up to early detection of probable 

multiorgan involvement. 

  

Discussion 
 

IgG4-RD is a systemic disorder (6,9). The principal 

symptoms of IgG4- RD are slowly growing masses or 

enlargement of involved organs, sometimes resembling 

malignancy (9,14). Similarly, our patient suffered from 

gradually enlargement of a mass in her hand. The most 

common manifestation of IgG4-RD is autoimmune 

pancreatitis but many other organs may be involved (7). 

IgG4-RD is mainly a multiorgan disease (11,15). In about 

60% of patients,  involvement of more than  one organ is 

evident at the time of diagnosis (15). Some patients have 

the disease restricted to only one single organ for many 

years and multiorgan disease might appear months or 

years later (11,15,16). So, Whole body evaluation of 

patients presenting with single organ disease is necessary, 

to prevent substantial organ damages due to 

fibroinflammatory nature of the disease (15). Although 

rare, similar to our case, IgG4- RD can be presented as an 

isolated soft tissue mass (7,9). In addition, presentation of 

soft tissue mass related to IgG4-RD in the limb, similar 

to our case is extremely rare (7). The previously reported 

cases were in subcutaneous adipose tissue, thoracic 

paravertebral space and extra-ocular muscles (7).  

According to the Japan college of Rheumatology, 

diagnostic criteria for IgG4-RD are as follow:1) serum 

IgG4 Level> 135 mg/dl, 2) diffuse or localized 

enlargement or mass formation of involved organ, 3) 

histopathologic findings of tissue fibrosis, and significant 

infiltration of lympho- plasma cells with more than ten 

IgG4- positive plasma cells per HPF 4) IgG4+ plasma 

cells/IgG+ plasma cells ratio more than 40%, and 5) 

storiform fibrosis (2,7,8). It should be noted that elevated 
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serum level of IgG4 is the main feature of the disease, but 

it is not strictly confined to this diagnosis, because 

increased levels of serum IgG4 may also occur in many 

other diseases such as Castleman disease, Rasai- 

Dorfman disease and inflammatory bowel disease 

(7,10,14). 

On the other hand, elevated serum level of IgG4 is 

found in most but not all patients (16,17). In fact, patients 

with more than 2 involved organs, usually have high 

serum levels of IgG4 (15), but most patients with isolated 

form of IgG4- RD usually do not have marked increase in 

serum IgG4 level (3).  

Histopathological evaluation of the affected organ 

plays a crucial role in definitive diagnosis (7,12,15). 

Histopathologically, IgG4- RD is diagnosed by tissue 

infiltration of lymphocytes and IgG4 positive plasma 

cells with accompanying sclerosis and phlebitis (9-

12,17). Some histopathologic variations are seen among 

different involved organs, for example phlebitis, as one 

of the common histologic findings, is very common in 

pancreas and submandibular salivary gland but is rarely 

seen in other organs such as lacrimal  glands (7,9-11).  

IgG4-RD mostly affects men above 50 years of age 

(2,5,7,11). But our patient was a 42-year-old female. 

Characteristically, IgG4- RD has a good therapeutic 

response to glucocorticoid by improvement of organ 

function and symptoms and reduction the size of the mass 

(1,7,9). In cases resistant to glucocorticoid therapy, other 

medications such as azathioprine, mofetil  myophenolate, 

and rituximab have been used as second line of treatment 

(7,9,10). As IgG4- RD is almost a recently recognized 

disease, the natural history and prognosis is not well 

described, however, despite the good response to 

glucocorticoid, disease relapse and organ dysfunction due 

to fibroinflammatory changes can be seen (6,9). 

Additionally, the possible risk of malignancy is not clear, 

yet (9,14).  

Despite its rarity, IgG4- RD should be considered as 

a differential diagnosis in soft tissue masses, especially 

when there is fibroinflammatory changes, in order to 

avoid misdiagnosis and irrelevant treatment which can 

result in irreversible fibrotic changes in the involved 

organ . Systemic evaluation and follow-up of the patients 

even with involvement of only single organ is necessary, 

because some of these patients may progress to 

multiorgan involvement over months or years. 

The study is approved by the ethic committee of the 

Urmia University of Medical Sciences, Urmia, Iran 

(Ethics No. IR.UMSU.HIMAm.REC.1402.151). 

 

References 

 

1. Kim JH, Byun JH, Lee SS, Kim HJ, Lee MG. Atypical 

manifestations of IgG4- related sclerosing disease in the 

abdomen: imaging findings and pathologic correlations. 

Am J Roentgenol. 2013;200(1):102-112 

2. Wang W, Kang X, Ding Y, Mao L, Dilinuer A, Li W. IgG4- 

related disease manifested as: cutaneous  plasmacytosis: a 

case report. Clin Cosmet Investig Dermatol 

.2023;16:1997-2004. 

3. Nasser R, Gilshtein H, Mansour S, Yasin K, Borzellina G, 

Khari S. Isolasted type immunoglobulin G4 sclerosing  

cholanigitis: the misdiagnosed cholangiocarcinoma. J Clin 

Med Res . 2021; 13(2): 75-81. 

4. Brody G,  Nguyen MO, Rojek NW, Lee BA. A unique case 

of IgG4- related skin disease and sclerosing cholangitis in 

a patient with previous   hepatitis exposure .  JAAD Case 

Rep. 2021; 15: 52-55. 

5. Shenoy A, Mohandas N, Gottlieb A. Cutaneous and systemic 

IgG4- related disease in review for dermatologists. 

Dermatol Online J. 2019;25(6): 1-12. 

6. Miyabe K, Zen Y, Cornell LD, Rajagopalan G, Chowdhary 

VR, Roberts LR, Chari ST. Reviews in basic and clinical 

gastroenterology and hepatology. Gastroenterology. 2018; 

155: 990-1003. 

7. Creze M, Boussebaa S, Lazure T, Biand S, Court C. IgG4- 

related disease: rare presentation as a soft- tissue mass in 

the thigh of an adolescent . Skeletal Radiol. 2020; 49:155-

160. 

8. Priori R, Lucchino B, Cerbelli B, Alessandri C, Battaro V, 

Zodda A, et al. An unusual manifestation of IgG4- related 

disease. Rheumatology. 2018;57:1305-1307. 

9. Martinez DS, Oliva FL, Acenero MJF, Moyer EF, Cozar JLA. 

IgG 4- related disease presenting as a soft tissue tumor 

affecting skeletal muscle: a case report. lnt J Clin Med . 

2013;4:1-4. 

10. Katerji K, Smoller BR. Immunoglobulin- G4-related skin 

disease. Clin Dermatol. 2021;39(2):283-290.  

11. Stone JH, Zen Y, Despende V. IgG4- related disease. N Engl 

J Med. 2012;366(6)539-551. 

12. Chandraskharar R, Mathew V, Ashish G, Tyagi Ak, Jab AK. 

Isolated IgG4- related disease of sphenoid. sinus 

manifesting as blindness. Otorhinolaryngology clinics: Int 

J Otorhinolaryngol Clin. 2014;3:19-22. 

13 Yousefi  R, Amani D. IgG4  Characteristics and IgG4- 

related disease. Research in medicine .2018; 41(4):294-

302. 

14. Haider M, Haji F, Alalwan O, Aljufairi E, Shah TS. IgG4- 

related disease , the malignancy mimicker: case series from 

Bahrain. Case Rep Rheumatol. 2018;2018:1-9. 

15. Abraham M, Khosroshahi A. Diagnostic and treatment 

workup for IgG4-related disease. Expert Rev clin 



Soft tissue mass as primary manifestation of IgG4 related disease 

4    Acta Medica Iranica, Vol. 64, No. 3 (2026) 

immunol. 2017;13(9):867-875.  

16. Katz G, Stone JH. Clinical perspective on IgG4-related 

disease and its classification . Annu Rev. Med 2022; 

73:545-562. 

17. Desponde V, Zen Y, Chan JKC. Consensus statement on the 

pathology of IgG4-related disease, Med Pathol. 

2012;25:1181-1192. 

  

  


